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By 2025 the use of Real-
World Evidence will have
been enabled and the
value will have been
established across the
spectrum of regulatory

USe cases
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Real-World Evidence in
EU Medicines Regulation:
Enabling Use and Establishing

Value

Peter Adett™, Jesper Kjar', Karl Broich® snd Emer Cooke'
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- European Medicines Regulatory Network (EMRN) strategy to 2025
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DARWIN EU® is a federated
network of data, expertise
and services that supports
better decision-making
throughout the product
lifecycle by generating
reliable evidence from
real-world healthcare data

FEDERATED NETWORK PRINCIPLES G

+ Data stays local =]

+ Use of Common Data Model (where = — 3
applicable) to perform studies in a timely Ooto Fasar E  ounwe
manner and increase consistency of Vhar— 8
results »

Use cases: How RWE can support decision-making?

Understand the psu'a'ﬁ.':ﬂ." ::\ed associations and
clinical context valid?ty impact

Design and feasibility
of studies Effectiveness and
safety studies

Disease epidemiology

Clinical management

Representativeness
and validity of o
pact of regulatory
Orug utilisation completed studies actions

Demand: RWE use across the medicinal product lifecycle

Pre-authorisation Evaluation Post-authorisation
Sclentific Post-
advice authorisation
CoMP CHMP PDCO CHMP CHMP

SAWP CAT PRAC
CaT PRAC CAT
HMPC
Crisis planning & response °

* Monitoring the use of medicines to predict demand and shortages
* Understanding the disease natural history 9 development of vaccines and therapeutics Z

+ Provide evidence for repurposing existing medicines

*  Monitor the safety and effectiveness of vaccines and therapeutics post-authorisation

AP complex Studies « tmlogeal study mea

What analyses and studies will DARWIN EU® deliver?

& Routine repeated o Pertodicel estmation of drug utls
7 analyses « Safety montonng of a medis st

+ Estimation of the indider I adverse events

Off-the-shelf studies

Describe population charscterstcs

- Plans (SAPs), with exte

0 the strongth and determinants of an association batween an exposure and the
derng sources of bas, potential confounding factors and effect

rence of a health outcoma ce
modhers

B very Complex sruies ™00

Studies where it may be necessary to combine a diagnosis code with other dats such as results of

laboratory nvestigations, of studes requiring additional data collection

13 Dr Sabine Haubenveisser - Use of Real-Workd Evidence pre- and pOst-authonsaton
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DARWIN EU ® timelines

PHASE II
Establishment
i 2™ year

PHASE Il
Operation i 1st
year

V PHASE |
Establishment 1 1st year

Operation
2nd year

Operation
31 year

Phasel T February 2022 Phase Ill - 2024 . Operation - 2025/2026
AStart running pilot studies to support EMA Up-scale delivery and ' ADARWIN EU fully operational and

committees i First benefits delivered capacity to routinely evolves to meet the needs of the

support scientific EU Regulatory Network
evaluations of EMA?D Alntegration with the EHDS

AConsultation of stakeholders

Phase Il - 2023 : !
committees by !
ASupport the majority of Committees in delivering studies and |

their decision -making with reliable RWE maintaining data
AExpand to other stakeholders sources

Phase | Phase I Phase I Operation 2 Operation 3

Total number of studies




"% Data Partners i Phaseland |l =T e

The content of this slide has been deleted due to confidential information.
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Examples of ongoing/recently completed studies

EUROPEAN MEDICINES AGENCY

I Effectiveness  of COVID -
Background all -cause - Drug utilisation study of 18 WReETES SaEE
m_ortallty_ rates In treatment of opioid PIESETAEN Egaltee . severe COVID -19 and
patients with severe d [ EUPAS105641 ] Effectiveness of ost - acute outcomes of
asthma aged QS Rloler HPV vaccines against pSARS g i
years old [EUPAS105644 ] ! PRAC ! el EEmEaT -CoV-2 infection.
1
[EUPAS103936 ] ! CHMP ! oOTS n ! E
'L | I 1 1
E CHMP e (_D_T_S _______ ! ! Complex DL C_ o_rrlp_le_x _________ :
| Complex o T s s s e e !
L e e e e e e e e, , ,, ,—,—_m—— 1
Drug utilisation study on
Drug utilisation DUS of medicines co-prescribing of Multi .
. ultiple myeloma:
study of medicines at risk of endothelin receptor EHDS coagulopathy patientihargcterisation
with prokinetic shortages antagonists  (ERAs) and of COVID -19 treatments and survival,
properties in phosphodiesterate -5 X i | inthe period 2012 -2022
children and adults X EMA TRS ' inhibitors ~ (PDE-5is) in ! ! [ EUPAS105033 |
diagnosed with ! OTS ! pulmonary arterial I Complex I
gastroparesis g - hypertension. bommmmmmmmmmm e ' !
: A ; [ EUPAS106052 ] : oTS !
1 1 I_ ___________________ 1
| oTS | : CHMP |
L o 1 : oOTS : OTS = off -the -shelf study

completed


https://www.encepp.eu/encepp/viewResource.htm?id=103937
https://www.encepp.eu/encepp/viewResource.htm?id=105795
https://www.encepp.eu/encepp/viewResource.htm?id=106053
https://www.encepp.eu/encepp/viewResource.htm?id=105798
https://www.encepp.eu/encepp/viewResource.htm?id=105645
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Incidence rates of azithromycin
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https://www.encepp.eu/encepp/viewResource.htm?id=50801
https://www.encepp.eu/encepp/viewResource.htm?id=103382
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Catalogue of standard data analyses - General aspects

A Analytical pipelines developed/under development to address common research
guestions using RWD

A The goal is to be able to run studies end -to-end in a matter of weeks

A Code is written using R language - Pipelines built in a modular way (R packages)
A Input and output of pipelines is standardised

A Detail in protocol, study report and shiny apps

A Catalogue is publicly available - Quarterly updates foreseen

A Industry consultation in 2023 and comments received on standard analyses
=> catalogue (website) update in Q1 / Q2 2024

https://darwin ___-eu.org/index.php/methods/standardised -analytics



https://darwin-eu.org/index.php/methods/standardised-analytics
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Off-the-shelf studies

IIIi These are mainly characterisation questions that can be executed with a generic protocol. This

 © © ©

includes disease epidemiology, for example the estimation of the prevalence, incidence of
health outcomes in defined time periods and population groups, or drug utilization studies at the
population or patient level.

Patient-level characterisation Cohort of newly diagnosed patients or new users of a

medicine followed over time. Studies used to characterise

Patient-level DUS analyses disease patients or use of medicines

Population-level DUS analyses Used for incidence/prevalence studies. Al
subjects in the database are eligible subject to

Population-level descriptive epidemiology minimal inclusion criteria
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Industry involvement
Agreed with DARWIN EU ® Advisory board

(Very) Complex  studies Off-The-Shelf / Routine
investigating the use, safety Repeated studies
or effectiveness of  one or (as per category of observational
several substances analyses and studies)
EMA will consult EMA will inform
concerned MAH(s) industry

Industry to be informed using existing
processes such as the Assessment
Report, committee agenda and
minutes, publication in EU PAS
register

Industry to provide comments on the
protocol (consolidated feedback across
MAHSs if possible)
and via the Assessment Report




International harmonisation work on RWE

2022 ICMRA RWE statement

b s b T I*I Canada ADMINISTRATION

ICMRA statement on international collaboration
to enable real-world evidence (RWE) for
regulatory decision-making

Health U.S. FOOD & DRUG

ICH M14 Guideline _on non -interventional pharmacoepidemiological
studies for safety assessment of medicines A Public consultation
Q4 2023/early 2024, establishment Jan 2025

M14 Use of real-world data for safety assessment of medicines ~

General principles on plan, design, and analysis of pharmacoepidemiological studies that utilize real-world
v Ml4 EWG s
data for safety assessment of medicines
This topic was endorsed by the ICH Assembly in June 2021
: Endorsed Documents

Further to the ICH Management Committee’'s endorsement of the M4 T M4 Concept Paper

Concept Paper and Business Plan in April 2022, the M4 i was = M4 Business Plan

established to work on the development of the harmonised ICH M4 o L4 wWork Plan

Guideline on GCeneral Principles on Plan,

pidemniological Studies that Utilize Real-World Data for Safety
Assessment of Medicines.

Pharrmacc WG list

10
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harmonisation for better health 5 NCE MEDICINES HEALTE

)' ICH O

30 June 2023
EMA/CHMP/ICH/295401/2023
Committee for Human Medicinal Products

ICH Reflection paper on proposed international
harmonisation of real-world evidence terminology and
convergence of general principles regarding planning and
reporting of studies using real-world data, with a focus on
effectiveness of medicines

Transmission to CHMP 30 June 2023

Adoption by CHMP 30 June 2023

Release for public consultation 30 June 2023

Deadline for comments 30 September 2023

ICH Reflection Paper _ for convergence on RWE
terminology, format of study protocol and
report, and study transparency



https://www.icmra.info/drupal/sites/default/files/2022-07/icmra_statement_on_rwe.pdf
https://www.ich.org/page/multidisciplinary-guidelines
https://www.ich.org/page/reflection-papers#7-1
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More Information

Data Analysis and Real World Interrogation

Network (DARWIN EU) | European Medicines

Agency (europa.eu)

Coordination Centre  website

ngl A For questions to the Coordination Centre,
please contact: enquiries@darwin _-eu.org

For regular updates on DARWIN EU  ©

subscribe to the Big Data Highlights



https://www.ema.europa.eu/en/about-us/how-we-work/big-data/data-analysis-real-world-interrogation-network-darwin-eu
https://www.ema.europa.eu/en/about-us/how-we-work/big-data/data-analysis-real-world-interrogation-network-darwin-eu
https://www.ema.europa.eu/en/about-us/how-we-work/big-data/data-analysis-real-world-interrogation-network-darwin-eu
https://darwin-eu.org/index.php
mailto:enquiries@darwin-eu.org
https://ec.europa.eu/newsroom/ema/user-subscriptions/3127/create
https://www.ema.europa.eu/en/news-events/publications/newsletters#big-data-highlights-section

